We aimed to evaluate the comparative efficacy and safety of dipeptidyl peptidase-4 inhibitors (DPP4i), glucagon-like peptide-1 receptor agonists (GLP-1RA), sodium-glucose co-transporter 2 inhibitors (SGLT2i), or thiazolidinedione (TZD) as an adjunctive treatment in patients with poorly controlled type 2 diabetes mellitus (T2DM) on insulin therapy. We searched Medline, Embase, the Cochrane Library, and ClinicalTrials.gov through April 2016. Bayesian network meta-analyses were performed with covariate adjustment. The primary outcome was the change in glycated hemoglobin A1c (HbA1c) from baseline. Fifty randomized controlled trials covering 15,494 patients were included. GLP-1RA showed the greatest HbA1c-lowering effect compared to the control (−0.84%; 95% credible interval, −1.00% to −0.69%), followed by TZD (−0.73%; −0.93 to −0.52%), SGLT2i (−0.66%; −0.84% to −0.48%), and DPP4i (−0.54%; −0.68% to −0.39%). SGLT2i showed the greatest fasting plasma glucose reduction. GLP-1RA and SGLT2i showed greater body weight reduction, whereas TZD increased body weight. TZD was ranked the highest in terms of insulin dose reduction. The risk of hypoglycemia was increased with TZD or GLP-1RA. The study provides the best available evidence on the comparative efficacy and safety of non-insulin anti-diabetic agents on top of pre-existing insulin therapy for inadequately controlled T2DM patients.
Impaired insulin secretion in the presence of insulin resistance is the key feature of type 2 diabetes mellitus (T2DM). The progressive nature of insulin secretory failure makes T2DM patients require insulin therapy to achieve their glycemic goals 1 , but intensifying insulin therapy increases the risk of hypoglycemia and weight gain 2 . Therefore, as an alternative to more intensive insulin therapy, a non-insulin anti-diabetic drug may be used as an add-on drug to insulin therapy. In this regard, recent guidelines for T2DM management have recommended the use of dipeptidyl peptidase-4 inhibitors (DPP4i), glucagon-like peptide-1 receptor agonists (GLP-1RA), sodium-glucose co-transporter 2 inhibitors (SGLT2i), or thiazolidinedione (TZD) on top of pre-existing insulin therapy, particularly basal insulin 3, 4 . Each agent has both advantages and disadvantages according to the characteristics of the drug, which need to be considered when determining the most appropriate treatment for an individual patient. To the best of our knowledge, there has been no comparative efficacy or effectiveness study of adjunctive treatments to insulin therapy. Hence, we performed a systematic review with a network meta-analysis to evaluate the comparative efficacy and safety of DPP4i, GLP-1RA, SGLT2i, and TZD as an adjunctive treatment in patients with poorly controlled T2DM on insulin therapy.
Methods
We conducted a systematic review and network meta-analysis following a pre-developed protocol (Supplementary Appendix 1).
SCIENtIfIC RepoRtS | (2018) 8:4095 | DOI:10.1038/s41598-018-22443-1 studies included in the network. No study with head-to-head comparisons between the non-insulin agents was found. The characteristics of the included trials are described in Table 1 . Fifty studies with a mean study duration of 23 weeks included 15,494 randomized participants. The patients' overall mean age was 58.7 years and the age distribution was similar in all treatment groups. The mean baseline HbA1c ranged from 7.3% to 9.8% among studies. The mean duration of diabetes was approximately 13 years, and was similar in most of the studies. The mean baseline insulin dose was 54.6 units per day over all studies. Twenty-six studies 12, 13, 15, 19, 22, 25, 26, [29] [30] [31] [37] [38] [39] [40] [41] [43] [44] [45] 47, 48, [50] [51] [52] 55, 60, 61 were considered as having a stable insulin dose, whereas 19 studies 14, [16] [17] [18] 20, 21, 24, 27, 28, [32] [33] [34] [35] 42, 46, 49, 53, 54, 56 involved insulin dose titration. The rest 23, 36, [57] [58] [59] of the studies could not be classified in either group because they did not describe the method of insulin dosage. Two studies 33, 56 with fixed ratio combination products of GLP-1RA and insulin were included. Quality assessment of the included studies. Twenty-seven 15, 18, 20, [22] [23] [24] 26, 28, 30, 31, 33, 34, 36, 38, 40, 41, 43, 44, [47] [48] [49] 51, 54, [57] [58] [59] 61 (54%) and twenty-three 13, 14, [20] [21] [22] [23] [24] 26, 28, 32, 34, 36, 40, [49] [50] [51] 53, 54, [57] [58] [59] [60] [61] (46%) of the 50 studies did not describe their methods of generating a random number and of allocation concealment, respectively. In the assessment for the blinding of patients and personnel, 8 trials 20,21,33,36,46,53,54,56 (16%) were evaluated as high-risk, as they were The numbers next to each solid line joining two groups correspond to the number of studies that compared those groups. The asterisk indicates that 1 of the 13 trials was a 3-arm trial that compared 2 different kinds of TZD with the control. Control, insulin therapy with placebo add-on or open-label; GLP-1RA, glucagon-like peptide-1 receptor agonists plus insulin; DPP4i, dipeptidyl peptidase-4 inhibitor plus insulin; SGLT2i, sodiumglucose co-transporter 2 inhibitor plus insulin; TZD, thiazolidinedione plus insulin. Efficacy outcomes. We initially compared the primary outcome values from the common control group among the included studies. The pooled weighted mean changes in HbA1c from baseline in the control group were −0.16% (95% CI, −0.33% to 0.01%), −0.55% (−0.82% to −0.27%), −0.05% (−0.21% to 0.10%), and −0.11% (−0.32% to 0.09%) in the DPP4i, GLP-1RA, SGLT2i, and TZD studies, respectively, with a large extent of within-group heterogeneity (I 2 = 94.5%, 97.9%, 94.7%, and 80.5%, respectively) ( Supplementary Figure 2A) . Considerable between-group heterogeneity was also observed (P < 0.0001). Greater reduction of HbA1c in the control group was noted in some studies with GLP-1RA or TZD treatments and those also adopted some type of insulin titration method. An inherited relationship was observed between the change in the HbA1c in the control group and the treatment difference in the changes of the HbA1c (P = 0.02) (Supplementary Figure 2B) . Therefore, we took this modification effect into account by adjusting for the value in the control group. Age, sex, and BMI at baseline also had significant relationships with the treatment difference in the change of HbA1c (P < 0.05 for all) ( Supplementary Figure 3) .
In the adjusted analysis, all 4 add-on anti-diabetic agents showed a greater reduction of HbA1c compared to the control group: DPP4i, −0.54% (95% CrI, −0.68% to −0.39%); GLP-1RA, −0.84% (−1.00% to −0.69%); SGLT2i, −0.66% (−0.84% to −0.48%); and TZD, −0.73% (−0.93% to −0.52%) ( Table 2) . The difference in change of HbA1c between the GLP-1RA and DPP4i groups was significant (−0.30%; −0.52% to −0.09%). GLP-1RA showed the highest probability of being the best for glycemic control ( Table 3 ). The unadjusted analysis also suggested a similar trend but failed to show a significant difference between GLP-1RA and DPP4i (Supplementary Table 1 ). The results were confirmed by sensitivity analyses ( Supplementary Tables 2 and 3 ).
Forty-one studies 12, 13, [15] [16] [17] [18] 22, [24] [25] [26] [27] [29] [30] [31] [32] [33] [34] [35] [36] 38, 39, [41] [42] [43] [44] [45] [46] [47] [48] [50] [51] [52] [53] [54] [55] [56] [57] [58] [59] [60] [61] assessed changes in the FPG level from baseline. All groups showed a significantly greater reduction in FPG than the control group in the adjusted analysis: DPP4i, Table 2 ). SGLT2i showed a significantly greater reduction in FPG compared to DPP4i and GLP1-RA. SGLT2i was ranked as the best treatment for FPG reduction (Table 3) . Sensitivity analysis with missing covariate imputation was not required for this outcome.
Thirty-eight trials 12, 13, [15] [16] [17] [18] [20] [21] [22] 25, 27, 30, [32] [33] [34] [35] [36] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] [55] [56] [58] [59] [60] [61] assessed changes in body weight from baseline. GLP-1RA and SGLT2i decreased body weight significantly more than DPP4i (−2.11 kg, −3.11 to −1.15 kg; and −1.65 kg, −2.81 to −0.47 kg, respectively), whereas TZD showed an increase in body weight compared to DPP4i (2.67 kg, 1.46 to 3.82 kg) ( Table 2) . The difference between the DPP4i and the control group was not significant. GLP-1RA had the highest probability of being ranked the first for body weight reduction, followed by SGLT2i (Table 3) . The results were consistent in the sensitivity analysis after the imputation of missing covariates (Supplementary Table 2 ). Thirty-two trials 12, 15, 16, 18, 20, 21, 23, 24, 26, 28, [30] [31] [32] [33] [34] [35] 37, 38, [41] [42] [43] [44] [45] [46] [47] [48] 50, 51, 55, 56, 59, 61 described the proportion of participants attaining the target HbA1c level (<7.0%). GLP-1RA, DPP4i, and TZD groups showed a significantly higher proportion of achieving the target HbA1c level than the control (RR = 3.70, 2.89-4.67; RR = 2.68, 1.80-3.81; and RR = 2.18, 1.12-3.58, respectively), among which GLP-1RA showed the highest probability of being the best for reaching the target HbA1c level (Tables 2 and 3) . Only 2 SGLT2i studies 37, 51 were included in the covariate-adjusted analysis, because the other SGLT2i studies had some missing covariates. When we reanalyzed the results with an imputation of the missing covariates, all 4 groups showed a significant increase in the rate of achieving the target HbA1c level compared to the control group (Supplementary Table 2 ).
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For the change in insulin doses from baseline, 34 studies 13, 15, 16, 18, [20] [21] [22] 24, 25, 27, 28, [32] [33] [34] [39] [40] [41] [42] [44] [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] [55] [56] 58, 59, 61 were included in the analysis. DPP4i, GLP-1RA, and TZD showed a significant reduction in the insulin dose compared to the control group (−3.87 IU/day, −7.70 to −0.10 IU/day; −8.61 IU/day, −12.34 to −5.00 IU/day; and −11.97 IU/ day, −15.48 to −8.41 IU/day, respectively) ( Table 2 ). The insulin-sparing effects of TZD were significantly greater than those of DPP4i and SGLT2i. TZD was ranked the highest in terms of its insulin-sparing effect, followed by GLP-1RA (Table 3) . A sensitivity analysis after imputing missing covariates confirmed the results (Supplementary Table 2 ). Table 2 . Pairwise results of comparisons between antidiabetic agents as an add-on to pre-existing insulin therapy from network meta-analyses adjusted by study-level covariates. Abbreviations: DPP4i, dipeptidyl peptidase-4 inhibitor; GLP-1RA, glucagon like peptide-1 receptor agonists; SGLT2i, sodium-glucose cotransporter 2 inhibitor; TZD, thiazolidinedione; FPG, fasting plasma glucose. Hypoglycemia. Thirty-four studies 12, 13, 15, 16, 18, [20] [21] [22] [24] [25] [26] [29] [30] [31] [33] [34] [35] 38, 39, [41] [42] [43] [44] [45] 48, [50] [51] [52] [55] [56] [57] [59] [60] [61] were included in the analysis. The risk of hypoglycemia was not greater in the DPP4i or SGLT2i groups than in the control group. Hypoglycemia risk with TZD was found to be significantly greater than with DPP4i and SGLT2i (RR = 1.83, 1.23-2.65 and RR = 1.59, 1.01-2.49, respectively) ( Table 2 ). The TZD group was ranked the highest for risk of hypoglycemia ( Table 3 ). The risk of hypoglycemia was not associated with any potential covariates, and therefore no adjustment was required for this analysis.
Difference in mean change of HbA1c from baseline (95% credible interval), %
Discussion
Through a current systematic review and network meta-analysis based on 50 RCTs including 15,494 participants, we report the best available evidence comparing the efficacy and safety among different types of non-insulin anti-diabetic agents as an add-on to pre-existing insulin therapy in patients with inadequately controlled T2DM.
The principal findings of our study are as follows: (1) GLP-1RA showed the greatest effect on HbA1c reduction, followed by TZD, SGLT2i, and DPP4i; (2) the reduction in FPG was higher with SGLT2i than with DPP4i and GLP1-RA; (3) GLP-1RA and SGLT2i were associated with body weight reduction, whereas TZD increased body weight; (4) TZD and GLP-1RA reduced total daily insulin requirements; (5) the risk of hypoglycemia was increased with TZD and GLP-1RA. The studies included in our analysis had different baseline characteristics and showed significant within-group and between-group heterogeneity. We found that age, sex, and BMI at baseline were associated with placebo-subtracted HbA1c reduction in a linear relationship; therefore, we adjusted for those potential confounding factors as covariates. In addition, since it was not possible to adjust for various methods of insulin titration among the included studies, we instead adjusted for the treatment effects of the control group. After adjustment for the covariates, GLP-1RA was at the top rank of the hierarchy. In addition, the results were similar in the sensitivity analyses, with GLP-1RA showing the highest probability of being the best for glycemic control. Consistent with the primary outcome, GLP-1RA also showed the highest rank for achieving HbA1c levels <7.0%. This might be explained by the complementary effects of GLP-1RA with insulin therapy 62 .
The FPG-lowering efficacy of SGLT2i was significantly greater than that of DPP4i and GLP-1RA, and tended to be greater than that of TZD. SGLT2i drugs act on the kidneys and increase glucose excretion through the urine, which is mediated by an insulin-independent mechanism; therefore, they reduce both FPG and postprandial glucose (PPG) 63 . In contrast, GLP-1RA agents have different FPG-and PPG-lowering efficacy, depending on their duration of action. Short-acting GLP-1RA drugs drastically decelerate gastric emptying, leading to a marked reduction in the PPG excursion. In contrast, long-acting GLP-1RA drugs have little effect on gastric emptying, but their long-lasting effect on pancreatic beta-cell and alpha-cell function contributes to the predominant reduction in FPG levels 64 . Because about half of the GLP-1RA studies used long-acting GLP-1RA agents, and the rest of the studies used short-acting GLP-1RA agents, the FPG-lowering effect of add-on GLP-1RA might be mixed.
Weight gain is commonly associated with insulin therapy, particularly with intensive insulin therapy 65 . In this network meta-analysis, GLP-1RA appeared to be the most effective for weight reduction, which is attributed to decreasing appetite and promoting satiety 64 . SGLT2i was ranked lower than GLP-1RA, possibly because the weight-loss effect of SGLT2i is compensated by increased appetite and calorie intake 66, 67 . Overall, the reported effects of weight loss with GLP-1RA and SGLT2i, weight gain with TZD, and no effect for DPP4i were preserved when combined with preexisting insulin therapy in patients with T2DM 62, 63, 68 .
The insulin-sparing effect, which was pre-defined as the reduction in the total required daily dose of insulin from baseline, was greater in TZD and GLP-1RA. The greater potency of GLP-1RA and TZD in glycemic control and their insulin-sensitizing effects may contribute to reducing insulin dosage 62, 69 . Differences in the insulin titration algorithm may also have contributed to the different insulin-sparing effect across the studies. More than half of the studies of TZD and GLP-1RA adopted insulin dose titration regimens, whereas most studies of SGLT2i and DPP4i adopted stable insulin dose regimens. The placebo-subtracted insulin-sparing effects in studies with active insulin dose titration tend to be greater than in studies with stable insulin dose regimens.
In the current study, SGLT2i and DPP4i were suggested to have a potentially lower risk of hypoglycemia than the other 2 agents. In general, SGLT2i drugs do not induce hypoglycemia because they increase plasma glucagon concentrations and decrease plasma insulin concentrations 70, 71 . DPP4i drugs also have a minimal risk of hypoglycemia due to their glucose-dependent mechanism of action regarding the regulation of insulin and glucagon secretion 62 . Theoretically, TZD and GLP-1RA drugs seldom provoke hypoglycemia by themselves unless combined with insulinotrophic agents 64, 72 . In this study, however, TZD and GLP-1RA agents showed an increased risk of hypoglycemia in comparison to the control group. The greater glucose-lowering potency of TZD and GLP-1RA and adopting an active insulin dose titration regimen might contribute to the increased risk. Because the definitions of hypoglycemia varied widely across the included studies, the comparative risk of hypoglycemia among these agents must be carefully interpreted.
The study has several limitations. First, the current study is based on indirect comparisons using a common control. Network meta-analyses are typically required to address inconsistencies between the results of direct and indirect comparisons. However, since no study has conducted head-to-head comparisons among GLP-1RA, DPP4i, SGLT2i, and TZD, it was not possible to evaluate consistency between the results of direct and indirect comparisons. We therefore primarily explored the heterogeneity among the values of HbA1c reduction in the control group, which possibly indicates a lack of comparability among the included studies. We then identified as many potential confounders as possible and adjusted for their effect in the final analysis. Second, the patients in the studies included in this study used various baseline insulin regimens, but we could not isolate the effects of the studied medications on top of the basal insulin therapy regimen, which is the most common practice of insulin therapy at present. Finally, due to lack of information, we could not assess drug-specific safety outcomes, such as gastrointestinal adverse events and urinary tract infections.
Based on the evidence from our network meta-analysis, we may suggest patient-centered guidance for non-insulin anti-diabetic agents in patients with inadequately controlled T2DM on pre-existing insulin therapy. For those who need to reduce both HbA1c and body weight, GLP-1RA might be an optimal choice. Fixed-ratio combinations of insulin and GLP-1RA are currently available to improve glycemic control and to minimize the risk of weight gain 33, 56 . For patients who need to lower their FPG level, SGLT2i might be a good treatment option due to its superior FPG-lowering efficacy without increasing weight gain or hypoglycemia. It also has the advantage of body weight reduction. Even though DPP4i was relatively less efficacious for HbA1c reduction, it rarely increased the risk of hypoglycemia. Therefore, DPP4i may be considered for patients with relatively less severe hyperglycemia but with a high risk of hypoglycemia. Lastly, TZD might be taken into consideration in patients with severe insulin resistance requiring high doses of insulin.
Since a previous study which compared insulin monotherapy with the addition of various oral glucose-lowering agents to insulin did not present the comparative efficacy among non-insulin anti-diabetic agents in patients with inadequately controlled T2DM with insulin therapy 73 , our systematic review and network meta-analysis provides evidence-based suggestions for selecting an appropriate non-insulin antidiabetic agent based on patients' clinical characteristics. Nonetheless, RCTs directly comparing the efficacy and safety of these agents should be undertaken.
